Application No.: 10/505,308 



11 



Docket No.: 58556(71699) 



REMARKS 

This paper is responsive to the Notice of Non-Compliant Amendment dated June 18, 
2010. The response is identical in substance to the Response to Office Action dated October 29, 
2008, with the status of claims 71 and 72 amended to indicate that they are new claims. 

Claims 1,5, 15, 41- 43, 45 and 59 - 70 were pending in this application. Claims 59 - 66 
were withdrawn from consideration. Claims 2, 3, 4, 6 - 14, 16 - 40, 46 - 58 and 67 - 68 were 
cancelled. Claims 1, 41, 42 and 43 have been amended and claims 71 and 72 have been added. 

Any cancellation of the claims should in no way be construed as acquiescence to any of 
the Examiner's rejections and was done solely to expedite the prosecution of the application. 
Applicant reserves the right to pursue the claims as originally filed in this or a separate 
application(s). No new matter has been added. 

Oath/ Declaration 

The Examiner has indicated that the Oath/Declaration is defective and a new 
Oath/Declaration in compliance with 37 CFR 1.67 identifying the application by application 
number and filing date is required. The Examiner indicates that the second inventor has made 
non-initialed and/or non-dated alterations to the oath or declaration. 

Applicants submit a new oath/declaration in compliance with 37 CFR 1.67(a) under 
separate cover. 

Drawings 

The Examiner indicates that the drawings filed on August 20, 2004 are objected to 
because it appears that some of the Figures are color photographs where only black and white 
Replacement Figures have been submitted. 

Applicants refer to the Standards for drawings set forth at 35 CFR §1.84 which states that 
"(o)n rare occasions, color drawings may be necessary as the only practical medium by which to 
disclose the subject matter sought to be patented in a utility or design patent application or the 
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subject matter of a statutory invention registration." Applicants submit that in the present 
application, black and white Replacement Figures are sufficient and color Figures are not 
necessary. Applicants have amended the specification accordingly. 

Applicants respectfully request that the rejection be withdrawn. 

Nucleotide Sequence Disclosures 

The Examiner indicates that the application contains sequences which fall under the 
purview of 37 CFR 1.821 through 1.825 as requiring SEQ ID NOs, but which are not so 
identified. The Examiner indicates that Applicant must fully comply with the requirements of 
37 CFR 1.821 - 1.825 in order for any response to this action to be fully responsive. 

Applicants submit a sequence listing in compliance with 37 CFR 1.821 through 1.825 
and respectfully request that the rejection be withdrawn. 

Specification 

The Examiner has acknowledged Applicant's reference to priority in the first sentence of 
the specification. 

The Examiner has objected to the disclosure for containing embedded hyperlinks or other 
forms of browser executable code that are impermissible and must be deleted. Applicants have 
made the appropriate corrections to remove embedded hyperlinks and respectfully request that 
the objection be withdrawn. 

Claim Objections 

The Examiner has objected to claim 41 for minor informalities. Applicants have 
amended the claim and respectfully request that the objection be withdrawn. 

Claim Rejections 35 USC 112, First Paragraph 
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Claims 1, 5, 15, 41 - 43, 45 and 67 - 70 have been rejected under 35 USC 112, first 
paragraph, for allegedly failing to comply with the enablement requirement. The Examiner 
argues that "the specification, while being enabling for an in vitro method for inhibiting 
replication or transcription of a nucleic acid molecule indicative of disease state, or an in vitro 
method for selectively treating cells comprising an infectious disease organism, does not 
reasonably provide enablement for an in vivo method for inhibiting replication or transcription 
of a nucleic acid molecule indicative of a disease state, or an in vivo method for selectively 
treating cells comprising an infectious disease organism. (Office Action, p.7). Applicants 
respectfully disagree. 

Claim 1 recites a method for inhibiting replication or transcription of a nucleic acid 
molecule indicative of a disease state, the method comprising targeting the nucleic acid molecule 
with an oligonucleotide; and, binding of the oligonucleotide to the target nucleic acid molecule; 
wherein the oligonucleotide comprises a backbone nucleic acid sequence, and two arm nucleic 
acid sequences, and wherein the backbone nucleic acid sequence is complementary to one strand 
of the target nucleic acid molecule and the arms are complementary to the other strand of the 
target nucleic acid molecule, wherein the oligonucleotide backbone has one or more mismatches 
with the target nucleic acid sequence, thereby inhibiting transcription of the target nucleic acid 
molecule. 

Claim 41 recites a method for selectively treating cells comprising an infectious disease 
organism, comprising administering to the cells an oligonucleotide sequence that is 
complementary to a target nucleic acid molecule of an infectious disease organism, the cells 
comprising an oligonucleotide sequence of an infectious disease organism; wherein the 
oligonucleotide comprises a backbone nucleic acid sequence and two arm nucleic acid 
sequences, and wherein the backbone nucleic acid sequence is complementary to one strand of 
the target nucleic acid molecule and the arms are complementary to the other strand of the target 
nucleic acid molecule; wherein the oligonucleotide backbone has one or more mismatches with 
the target nucleic acid sequence, thereby inhibiting transcription of the target nucleic acid 
molecule. 

The MPEP states that the determination that "undue experimentation" would have been 
needed to make and use the claimed invention is not a single, simple factual determination. 
Rather, it is a conclusion reached by weighing a combination of factual considerations: the 
breath of the claims, the nature of the invention, the state of the prior art, the relative skill of 
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those in the art, the predictability or unpredictability of the art, the amount of direction or 
guidance presented, the presence or absence of working examples, and the quantity of 
experimentation necessary. In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. Accordingly, the 
Examiner has considered the following factors in his rejection: 

The nature of the invention and the breadth of the claims 

According to the MPEP at 2164. 05(a), "whether the specification would have been 
enabling as of the filing date involves consideration of the nature of the invention, the state of 
the prior art, and the level of skill in the art. The initial inquiry is into the nature of the invention, 
i.e., the subject matter to which the claimed invention pertains. The nature of the invention 
becomes the backdrop to determine the state of the art and the level of skill possessed by one 
skilled in the art." 

As to the nature of the invention, the Examiner alleges only that "the instant claims are 
drawn to a method for inhibiting replication or transcription of a nucleic acid molecule indicative 
of a disease state, or a method for selectively treating cells comprising an infectious disease 
organism. . .(and) the broadness of the methods recited in the claims implies in vivo applicability 
for enablement purposes." (Office Action, p.8). The Examiner argues that "(t)he nature of the 
invention, therefore, requires the knowledge of using oligonucleotide molecules that can be 
delivered into cells in a subject (in vivo) such that transcription of the target nucleic acid is 
inhibited." (Office Action, p.8). Applicants disagree. 

Applicants submit that the nature of the invention, the state of the prior art, and the level 
of skill in the art were sufficiently developed at the time of filing to enable one of skill in the art 
to perform the invention as claimed. Applicants direct the Examiner to page 2, beginning at line 
8, for example, where Applicants list some of the references that teach molecular based 
approaches to target cells: 

While existing approaches to target cells based on their 
genotype is limited, some molecular based approaches have 
been developed. These include antisense RNA [(Izant, J. G. 
& Weintraub, H. Science 229, 345-52. (1985); Detrick, B. 
et al. Invest. Ophthalmol. Vis. Sci. 42, 163-9. (2001); 
Miller, P. S., Cassidy, R. A., Hamma, T. & Kondo, N. S. 
Pharmacol. Ther. 85, 159-63. (2000)], triplex DNA 
[(Blume, S. W., Gee, J. E., Shrestha, K. & Miller, D. M. 
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Nucleic Acids Res 20, 1777-84. (1992); Chan, P. P. & 
Glazer, P. M. J. Mol. Med. 75, 267-82. (1997); Cassidy, R. 
A., Kondo, N. S. & Miller, P. S. Biochemistry 39, 8683-91. 

(2000) ], ribozymes [(Beaudry, A. A. & Joyce, G. F. 
Science 257, 635-41. (1992); Joyce, G. F. Science 289, 
401-2. (2000)], "suicide" gene therapy [(Shimura, H. et al. 
Cancer Res. 61, 3640-6. (2001); Black, M. E., Kokoris, M. 
S. & Sabo, P. Cancer Res. 61, 3022-6. (2001)], and 
inhibitory RNA [(Elbashir, S. M. et al. Nature 411, 494-8 

(2001) ; Brummelkamp, T. R., Bernards, R. & Agami, R. 
Science 296, 550-3 (2002)]. 

Accordingly, Applicants argue that given the nature of the invention, the claims are 
enabled as written. 

Working Examples and Guidance Provided 

According to the MPEP at 2164.02, "compliance with the enablement requirement of 
35 U.S.C. 112, first paragraph, does not turn on whether an example is disclosed." Moreover, 
"an applicant need not have actually reduced the invention to practice prior to filing. In Gould v. 
Quigg, 822 F.2d 1074, 1078, 3 USPQ 2d 1302, 1304 (Fed. Cir. 1987). The Court held that "the 
mere fact that something has not previously been done clearly is not, in itself, a sufficient basis 
for rejecting all applications purporting to disclose how to do it." 822 F.2d at 1078, 3 USPQ2d at 
1304 (quoting In re Chilowsky, 229 F.2d 457, 461, 108 USPQ 321, 325 (CCPA 1956)). "The 
specification need not contain an example if the invention is otherwise disclosed in such manner 
that one skilled in the art will be able to practice it without an undue amount of experimentation. 
In re: Borkowski, 422 F.2d 904, 908, 164 USPQ 642, 645 (CCPA 1970)." 

The Examiner alleges that "(t)he specification as filed does not provide sufficient 
guidance or appropriate examples that would enable a skilled artisan to use the claimed methods 
in in vivo environments. (Office Action, p.8). The Examiner argues further that "a person 
skilled in the art would recognize that predicting the efficacy of a compound. . .based solely on 
its performance in vitro is unpredictable." (Office Action, p.8 - 9). Applicants disagree. 

The Examiner's argument is misplaced. As stated by the MPEP above, the specification 
does not need to contain an example if the invention is disclosed in such manner that one skilled 
in the art will be able to practice it without an undue amount of experimentation. Applicant does 
not need to demonstrate the method in an in vivo environment, as argued by the Examiner, to 
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enable the invention as claimed. Applicant has provided ample data in the instant disclosure 
supporting a method for a method for inhibiting replication or transcription of a nucleic acid 
molecule indicative of a disease state or a method for selectively treating cells comprising an 
infectious disease organism, as claimed. Applicants point out Example 2, which shows that the 
gene targeting antigene locks bind in a sequence specific manner and can be "locked. "FIG. 2A- 
2D shows that the antigene lock structures bind specifically to their targets, and in the presence 
of DNA ligase, inhibit DNA synthesis in- vitro. Example 3 shows that antigene locks inhibit in- 
vitro DNA synthesis. Since the antigene locks bind their gene target in a sequence specific 
manner in vitro and inhibit in vitro DNA synthesis, Example 4 tests these locks for their binding 
to a gene target inside a cell. In Example 4, a gene target was selected that was present in cells at 
low copy number, but would be reliably replicated and transmitted to daughter cells under 
normal conditions. The DNA target was selected for ease of monitoring its presence or absence, 
and was non-essential for cell survival so that its loss could be detected in surviving cells. 
Applicants found that with both sequence specific locks, white colonies were produced on these 
plates at frequencies above those seen with the plasmid alone. When the control antigene locks 
were transformed into the same 8036/+6 cells, very few white colonies were produced. The 
frequencies that white colonies were produced with the antigene locks were significantly higher 
than their respective controls (p=0.01 and p=0.03). In Example 8 Applicants show that Alu and 
HPV-E7 antigene locks kill human cervical cancer cells. Figure 6, that shows gene specific 
antigene locks can kill human cervical cancer cells. FIG. 6A is a schematic illustration showing 
the position of the antigene locks on their targets on the alu repeat and the HPV-16 E7 oncogene. 
FIG. 6B shows that a gene specific alu antigene lock specifically kills human cervical cancer 
cells. FIG. 6C is a bar graph showing gene specific E7 antigene lock selectively kills human 
cervical cancer cells, CaSki and C33A/E7 that contain the E7 gene target. 

Accordingly, Applicants argue that given the working examples and guidance provided, 
the claims are enabled as written. 

State of the Art 

According to the MPEP at 2164. 05(a), "(t)he state of the prior art is what one skilled 
in the art would have known, at the time the application was filed, about the subject matter to 
which the claimed invention pertains (and) the state of the art for a given technology is not static 
in time. It is entirely possible that a disclosure filed on January 2, 1990, would not have been 



BOS2 802227. 1 



Application No.: 10/505,308 



17 



Docket No.: 58556(71699) 



enabled. However, if the same disclosure had been filed on January 2, 1996, it might have 
enabled the claims. Therefore, the state of the prior art must be evaluated for each application 
based on its filing date." 

The Examiner alleges that "the claimed invention is a class of invention which the CAFC 
has characterized as 'the unpredictable arts such as chemistry and biology' (and) (t)he claims 
encompass in vivo methods for inhibiting replication or transcription of a nucleic acid molecule 
indicative of a disease state, or in vivo methods for selectively treating cells. . .however the 
specification only shows that such methods are carried out in vitro." (Office Action, p. 9). 

Applicants disagree. The instant application provides detail regarding the feasibility of 
the claimed methods at the time of filing. For example, Applicants direct the Examiner to the 
references and Examples cited above. 

At page 22 of the specification, Applicants describe "gene delivery" or "gene transfer" as 
referring to the introduction of an exogenous polynucleotide (sometimes referred to as a 
"transgenes") into a host cell, irrespective of the method used for the introduction. Applicants 
describe a number of methods known in the art that have been used for gene delivery in vivo: 

Such methods include a variety of well-known techniques such as 
vector-mediated gene transfer (by, e.g., viral infection/transfection, 
or various other protein-based or lipid-based gene delivery 
complexes) as well as techniques facilitating the delivery of naked 
polynucleotides (such as electroporation, "gene gun" delivery and 
various other techniques used for the introduction of 
polynucleotides). The introduced polynucleotide may be stably or 
transiently maintained in the host cell. Stable maintenance 
typically requires that the introduced polynucleotide either 
contains an origin of replication compatible with the host cell or 
integrates into a replicon of the host cell such as an 
extrachromosomal replicon (e.g., a plasmid) or a nuclear or 
mitochondrial chromosome. A number of vectors are known to be 
capable of mediating transfer of genes to mammalian cells, as is 
known in the art and described herein, (page 22-23) 

As pointed out by Applicants above, electroporation and gene gun delivery were both 
known and used at the time of filing to deliver genes in vivo. For example, Rakhmilevich et al. 
(Proc Natl Acad Sci USA. 1996 June 25; 93(13): 6291-6296; enclosed herewith) in a 1996 
publication, describe particle-mediated (gene gun) in vivo delivery of the murine interleukin 12 
(IL-12) gene in an expression plasmid. Sun et al. (Proc Natl Acad Sci USA. March 28, 1995 
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vol. 92 no. 7 2889-2893; enclosed herewith) in a 1995 publication, describe an approach to 
tumor immunotherapy utilizing direct transfection of cytokine genes into tumor-bearing animals 
by particle-mediated gene transfer. Nishizaki et al. (Ann Thorac Surg 2000;70:1332-1337; 
enclosed herewith) in a 2000 publication, demonstrate gene gun-mediated transfer into a beating 
heart. Clearly, the claimed methods were feasible and enabled at the time of filing 

Applicants have provided ample evidence that the methods as instantly claimed are 
enabled by the instant disclosure. 

Taken together, the teachings of the specification and knowledge of one of skill in the art 
enables one of skill in the art to practice the full scope of the claimed invention without having 
to resort to undue experimentation. Applicants accordingly request that the rejection be 
reconsidered and withdrawn. 

Claim Rejections 35 USC 103(a) 

Claims 1, 5 and 15 have been rejected under 35 USC 103(a) as being unpatentable over 
Gibson et al. (Clinical Cancer Research, 2000) in view of Escude et al. (PNAS, 1999). 
Applicants respectfully disagree. 

Claim 1 recites a method for inhibiting replication or transcription of a nucleic acid 
molecule indicative of a disease state, the method comprising targeting the nucleic acid molecule 
with an oligonucleotide; and, binding of the oligonucleotide to the target nucleic acid molecule; 
wherein the oligonucleotide comprises a backbone nucleic acid sequence, and two arm nucleic 
acid sequences, and wherein the backbone nucleic acid sequence is complementary to one strand 
of the target nucleic acid molecule and the arms are complementary to the other strand of the 
target nucleic acid molecule, wherein the oligonucleotide backbone has one or more mismatches 
with the target nucleic acid sequence, thereby inhibiting transcription of the target nucleic acid 
molecule. 

Accordingly, the present invention provides methods for selective killing of cells based 
on their genotype. The claimed methods utilize oligonucleotides that bind specifically to their 
gene targets, intertwine with both strands of the target DNA and thereby inhibit DNA synthesis. 
When transformed into a mixed population of cells, where only one cell type possesses the 
target, the oligonucleotides of the invention selectively kill only the target bearing cell 
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population. The oligonucleotides taught in the present invention are considerably different from 
other molecular approaches taken in the prior art. 

The Examiner argues that the Gibson reference teaches "a method for inhibiting 
transcription in a mammalian cell in vitro comprising administering an anti-bcl-2 ribozyme." 
(Office Action p. 15). The Examiner contends that the Gibson reference teaches that "bcl-2 is 
commonly over-expressed in non-oral cancers, such as follicular lymphomas, and this satisfies 
that bcl-2 is a nucleic acid molecule indicative of a disease state." (Office Action, p. 15). The 
Examiner admits that "Gibson et al do not teach an oligonucleotide comprising a backbone 
nucleic acid sequence, and two arm nucleic acid sequence, and wherein the backbone nucleic 
acid sequence is complementary to one strand of the target nucleic acid molecule and the arms 
are complementary to the other strand of the target nucleic acid molecule." (Office Action, 
p.15). 

The Gibson reference is directed to the induction of apoptosis in oral cancer cells by an 
anti-bcl-2 ribozyme delivered by adenovirus. The present invention provides methods for 
selective killing of cells based on genotype using oligonucleotides that bind specifically to gene 
targets. The ribozymes taught by the Gibson reference are structurally and functionally different 
from the oligonucleotides that are taught and claimed in the present application. Ribozymes are 
RNA molecules that are capable of catalyzing RNA cleavage in a sequence-specific manner. As 
taught in the present specification, for example at page 39, beginning at line 21: 

Ribozymes, linear oligonucleotides with a loop structure, are 
catalytic nucleic acids, which are designed to inactivate specific 
mRNA. Antigene locks do not possess catalytic properties and are 
very different in structure. Ribozymes are dependent on 
magnesium, antigene locks are not. 

Applicants direct the Examiner to Figure 1, below, which shows the anti-bcl-2 ribozyme 
and its target. Ribozymes are antisense RNA molecules that catalytically cleave specific target 
RNA, leading to degradation. The ribozyme taught by the Gibson reference cleaves the 
transcript of the bcl-2 gene between nucleotides 279 and 280. (p.213). 
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# # # 

bcl-2 : 5' caocugugGUC caccugac 3' 
********** ******** 
ribozyme : 3' guggacacCA guggacug 5' 
A C 
A U 
GAG 
C*G G A 
A*U U 
G*C 
G*C 
A G 
G U 

Not only is the method of but the present invention is directed to inhibiting transcription 
of the target nucleic acid molecule while ribozyme technology leads to degradation of target 
RNA. 

Nowhere does the Gibson reference teach or suggest a method for inhibiting replication 
or transcription of a nucleic acid molecule indicative of a disease state where the method 
comprises targeting the nucleic acid molecule with an oligonucleotide and binding of the 
oligonucleotide to the target nucleic acid molecule, wherein the oligonucleotide comprises a 
backbone nucleic acid sequence, and two arm nucleic acid sequences, and wherein the 
backbone nucleic acid sequence is complementary to one strand of the target nucleic acid 
molecule and the arms are complementary to the other strand of the target nucleic acid 
molecule, thereby inhibiting transcription of the target nucleic acid molecule, as presently 
claimed. 

The Escude reference does not cure the defects of the Gibson reference. Neither 
reference, taken alone or in combination, teaches or suggests the invention as claimed. 

The Escude reference teaches the design of an oligonucleotide, in particular 
oligonucleotides that target oligopurine-oligopyrimidine sequence from the promoter of the 
mouse androgen receptor, that winds around the DNA double helix and can then be circularized, 
(p. 10604). Referring to Figure 2, Escude et al teach "an 89-mer oligonucleotide that contain(s) a 
central triple helix forming sequence connected by two T19 linkers to sequences that could form 
10 base pairs each with a 20-mer oligonucleotide." (p. 10604). 

The present invention teaches backbone nucleic acid sequences that are 
complementary to one strand of the target nucleic acid molecule and arms that are 
complementary to the other strand of the target nucleic acid molecule, where the 
oligonucleotide backbone has one or more mismatches with the target nucleic acid 
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sequence. Escude describes an enzymatic method that allows the assembly of an artificial 
sliding clamp directly on a circular plasmidic DNA through the use of a triple -helical complex, 
(p. 10603). Applicants refer to Examiner to Figure 1, which is a schematic diagram of the 
locking technique. Figure 1 shows 

(t)he central part of a linear oligonucleotide (yellow) binds 
to the major groove of a specific sequence within a plasmid 
(red and blue) to form a triple-helical complex. Then, its 5' 
and 3' ends hybridize adjacent to each other to a template 
oligonucleotide (green) and are joined together by T4 DNA 
ligase (white) to form a circular oligonucleotide to form a 
circular oligonucleotide catenated to the plasmid DNA. 

Figure 2 shows the triplex site formed by the 89-mer by binding to a target sequence in 
the pAR plasmid. Escude does not teach nucleic acid sequences that are complementary to one 
strand of the target nucleic acid molecule and arms that are complementary to the other strand of 
the target nucleic acid molecule, where the oligonucleotide backbone has one or more 
mismatches with the target nucleic acid sequence. 

The Examiner argues that "one of ordinary skill in the art would have been motivated to 
devise a method for inhibiting replication or transcription of a nucleic acid molecule indicative 
of a disease state, the method comprising targeting the nucleic acid molecule with an 
oligonulceotide since Gibson et al. taught that such a method could cause cancer cells to lose 
their malignant behavior." (Office Action, p.16). The Examiner argues that "(o)ne of ordinary 
skill in the art would have been motivated to substitute the anti-bcl ribozyme taught by Gibson et 
al. with an oligonucleoitde comprising a backbone nucleic acid sequence, and two arm nucleic 
acid sequence" as taught by the Escude reference. (Office Action, p. 16). 

One of ordinary skill in the art would not be motivated to use the oligonucleotide taught 
by the Escude reference in the method of Gibson, or in any method comprising targeting any 
nucleic acid molecule with an oligonucleotide with any reasonable expectation of success. Not 
only are the oligonucleotides taught by Escude structurally different from the claimed invention, 
but the ribozyme technology, where RNA is degraded, is completely different from any use 
taught by the Escude reference. Escude suggest use of the padlock oligonucleotides for cell 
transfection procedures, plasmid purification, gene transfer (p. 10606). 

Accordingly, Applicants respectfully request that the foregoing rejection be withdrawn. 
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Claims 41 - 43 and 45 have been rejected under 35 USC 103(a) as being 
unpatentable over Zhang et al. (FEBS Letters, 1999) in view of Escude et al. (PNAS, 1999). 
Applicants respectfully disagree. 

Claim 41 recites a method for selectively treating cells comprising an infectious 
disease organism, comprising administering to the cells an oligonucleotide sequence that is 
complementary to a target nucleic acid molecule of an infectious disease organism, the cells 
comprising an oligonucleotide sequence of an infectious disease organism; wherein the 
oligonucleotide comprises a backbone nucleic acid sequence and two arm nucleic acid 
sequences, and wherein the backbone nucleic acid sequence is complementary to one strand of 
the target nucleic acid molecule and the arms are complementary to the other strand of the target 
nucleic acid molecule; wherein the oligonucleotide backbone has one or more mismatches with 
the target nucleic acid sequence, thereby inhibiting transcription of the target nucleic acid 
molecule. 

The Examiner argues that "Zhang et al. teach the in vitro cleavage of an anti-HIV-1 
DNAzyme, DzV3-9 (and)... that the anti-HIVl DNAzyme was administered, detected and 
stabilized in mammalian cells." (Office Action, p. 18). The Examiner argues that Zhang "also 
teach that mammalian cells were infected with a virus and virus replication was inhibited upon 
administration of DzV3-9." (Office Action, p.18 -19). The Examiner admits that the Zhang et 
al. "do not teach an oligonucleotide comprising a backbone nucleic acid sequence, and two arm 
nucleic acid sequence, wherein the oligonucleotide comprises a backbone nucleic acid sequence 
and two arm nucleic acid sequences, and wherein the backbone nucleic acid sequence is 
complementary to one strand of the target nucleic acid molecule and the amis are 
complementary to the other strand of the target nucleic acid molecule. 

The Escude reference does not cure the defects of the Zhang reference. Neither 
reference, taken alone or in combination, teaches or suggests the invention as claimed. 

Accordingly, Applicants respectfully request that the foregoing rejection be withdrawn. 



BOS2 802227. 1 



Application No.: 10/505,308 



23 



Docket No.: 58556(71699) 



CONCLUSION 

In view of the above remarks, Applicants respectfully request withdrawal of the rejection 
and allowance of the claims. 



A two month extension of time is requested. 



If the Examiner believes that a telephone conversation with Applicant's attorney /agent 
would expedite prosecution of this application, the Examiner is cordially invited to call the 
undersigned attorney of record. The Director is hereby authorized to charge any credits or 
deficiency in the fees filed, asserted to be filed or which should have been filed herewith (or with 
any paper hereafter filed in this application by this firm) to our Deposit Account No. 04-1105. 



Dated: June 24, 2010 Respectfully submitted, 

/Jonathan M. Sparks, Ph.D./ 

By: Jonathan M. Sparks, Ph.D. 

Registration No.: 53,624 
EDWARDS ANGELL PALMER & DODGE 

LLP 
P.O. Box 55874 
Boston, Massachusetts 02205 
(617) 517-5543 

Attorneys/Agents For Applicant 
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